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BIOSIS COPYRIGHT (c) 2011 The Thomson Corporation on STN 



ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



2005:477815 BIOSIS 
PREV200510269719 

Three-module signaling endo-domain artifical T-cell 
receptor which transmits CD28, OX40 and CD3-xi signals 
enhances IL-2 release and proliferative response in 
transduced primary T-cells . 

Pule, Martin A. [Reprint Author]; Straathof, Karin C; 
Dotti, Gianpietro; Heslop, Helen E . ; Rooney, Cliona M.; 
Brenner, Malcolm K. 

Baylor Coll Med, Ctr Cell and Gene Therapy, Houston, TX 
77030 USA 

Blood, (NOV 16 2004) Vol. 104, No. 11, Part 1, pp. 484A. 
Meeting Info.: 46th Annual Meeting of the 
American-Society-of-Hematology . San Diego, CA, USA. 
December 04 -07, 2004. Amer Soc Hematol . 
CODEN: BLOOAW. ISSN: 0006-4971. 
Conference; (Meeting) 
Conference; (Meeting Poster) 
English 

Entered STN: 16 Nov 2005 
Last Updated on STN: 16 Nov 2005 
Artificial T-cell receptors (TCR) are generated by connecting an antigen 
recognizing ectodomain to a signal transducing endodomain. Most 
frequently the variable chains of Immunoglobulin molecules expressed as a 
single chain (ScFv) areutilized as ectodomains and the intracellular 



CORPORATE SOURCE: 



DOCUMENT TYPE: 



LANGUAGE : 
ENTRY DATE 
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portion of CD3-zeta is used as endodomain. When expressed by primary 
T-cells these molecules can redirect thecellular immune response to almost 
any surface target molecule for which a monoclonal antibody can be made. 
However, clinical studies with these chimeric T-cells have been 
disappointing, with no clear clinical benefit, and only minimal in vivo 
persistence of infused T-cells. Transmitted CD3-zeta signal is 
onlysuf f icient to activate cell-killing and Intef eron-gamma release but 
fails to induce IL-2 release or proliferation. Full T cell activation 
requires co-stimulatory signals that are rarely provided by the tumor 
cells and therefore may need to be incorporated in the endodomain of the 
artificial TCR. Indeed, inclusion of a CD28 signaling component resulted 
in IL-2 release and limited Proliferation, but T cell activation appears 
still incomplete. OX40 is a TNFR family molecule expressed by activated 
T-cells. It transmits a potent and prolonged activation signal and has 
been found to be an important molecule for maintaining a prolonged 
immunological response e.g. in chronic inflammation. We held 
thehypothesis that an artificial TCR providing 3 signals - CD3-zeta, CD28 
and OX40 in cis would result in more potent activation and more 
prolonged proliferation. We generated and compared a number of constructs 
based on GD2 recognizingscFv 14g2a: 14g2a-zeta, 14g2a-CD28-zeta, 
14g2a-OX40-zeta, 14g2a-CD28-OX4Q-zeta . We first co-immunoprecipitated 
TRAF-2 with OX40 containing constructs. Thisdemonstrated that the 
OX40 binding site was unaffected by fusion with other proteins. 
Incorporating 3 signals - CD3-zeta, CD28 and OX40 in cis from a single 
endodomain of an artificial TCR recruited a 10 fold higher level of NFkB 
quantified by Lucif erase-reporter than two signals ( 14g2a . CD2 8-zeta) and 
over 50 fold higher than a single signal ( 14g2a .) T-cells transduced with 
all of these constructs were capable of lysing GD2+ neuroblastoma cells. 
Only limited expansion (1.6 fold, range 0.9-3) was induced upon 
stimulation with tumor cells in T cells transduced with 14g2a.GX40£ 
Adding a CD28 domain resulted in a 5.2 fold (range: 1.6-7.2) expansion 
within 7 days but this proliferation could not be maintained. In 
contrast, 14g2a .CD28 .0X40^ transduced T cells expanded 10.7 fold 
(range: 4-17) within 7 days and continued to proliferate with weekly 
stimulations with tumor cells, even in the absence of exogenous IL-2. 
Thisincreased proliferation of 14g2a .CD28 .OX40( transduced T cells 
was accompanied by a > 10-fold increase in IL-2 and 5-fold increase in 
TNF-a secretion as compared to the 14g2a .CD28-zeta construct. Sustained 
proliferation was accompanied by persisting function - T-cells transduced 
with 14g2a .CD28-OX40-zeta were still capable of killing GD2+ targets 
after 35 days of culture. These improved functional characteristics 
should favor the overall utility of chimeric T-cells. 
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PUBLISHER: 



2007:221241 CAPLUS 
146:399193 

Human T cell leukemia virus type 1 Tax-induced signals 
in cell survival, proliferation, and transformation 
Silbermann, Katrin; Grassmann, Ralph 
Institut fuer Klinische und Molekulare Virologie, 
Friedrich-Alexander Universitaet Erlangen-Nuernberg, 
Erlangen, Germany 

Signal Transduction (2007), 7(1), 34-52 
CODEN: STIRCI; ISSN: 1615-4053 
Wiley-VCH Verlag GmbH & Co. KGaA 
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DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review. Human T cell leukemia virus type 1 (HTLV-1), a 

delta-retrovirus, causes an aggressive malignancy of T lymphocytes called 
adult T cell leukemia/lymphoma and stimulates permanent cell growth in 
culture. The virus encodes a nonstructural regulatory protein, Tax, which 
is both transforming in cell culture and oncogenic in vivo. This 
multifunctional protein controls viral transcription and in multiple ways 
interferes with cellular control of survival, proliferation, and genomic 
stability. Tax, by activation of NF-kB, AP-1 , and other 

transcriptional pathways, enhances expression of cellular genes encoding 
cytokines (e.g. IL-13, IL-15) , cytokine receptors (e.g. IL-2Ra) , and 
antiapoptotic factors (Hiap-1, Bcl-xL, OX40) , leading to altered signal 
transduction (e.g. Jak/Stat, PI3K, Caspase 3/7). Cellular proliferation 
is stimulated by direct targeting of the cell cycle kinase (Cdk4, Cdk6) 
holoenzymes, repression of Cdk inhibitors, and the functional inactivation 
of the tumor suppressor p53. Finally, Tax, by promoting genomic 
instability through interference with DNA-damage signaling, checkpoint 
control (G2/M, mitotic spindle assembly) , chromosome segregation, and 
cellular DNA repair pathways could contribute to malignant conversion of 
infected cells. 

OS. CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD 

(2 CITINGS) 

REFERENCE COUNT: 258 THERE ARE 258 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 
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DOCUMENT NUMBER: 
TITLE: 



2006:694614 CAPLUS 
145 : 122838 

PKC-G -Deficient Mice Are Protected from 
Thl-Dependent Antigen-Induced Arthritis 
Healy, Aileen M.; Izmailova, Elena; Fitzgerald, 
Michael; Walker, Russell; Hattersley, Maureen; Silva, 
Matthew; Siebert, Elizabeth; Terkelsen, Jennifer; 
Picarella, Dominic; Pickard, Michael D . ; LeClair, 
Brett; Chandra, Sudeep; Jaffee, Bruce 
Inflammation Department and Imaging Sciences, 
Millennium Pharmaceuticals, Cambridge, MA, 02139, USA 
Journal of Immunology (2006), 177(3), 1886-1893 
CODEN: JOIMA3; ISSN: 0022-1767 
American Association of Immunologists 
Journal 
English 

T cell effector functions contribute to the pathogenesis of rheumatoid 
arthritis. PKC-G transduces the signal from the TCR through 
activation of transcription factors NF-kB, AP-1, and NFAT . The 
authors examd. the effects of PKC-9 deficiency on two Thl-dependent 
models of Ag-induced arthritis and found that PKC-G-def icient mice 
develop disease, but at a diminished severity compared with wild-type 
mice. In the methylated BSA model, cellular infiltrates and articular 
cartilage damage were mild in the PKC-G-def icient mice as compared 
with wild-type mice. Quantitation of histopathol . reveals 63% and 77% 
redn. in overall joint destruction in two independent expts . In the type 
II collagen-induced arthritis model, the authors obsd. a redn. in clin. 
scores in 3 independent expts. and diminished joint pathol . in 
PKC-G-def icient compared with wild-type littermates . 

Microcomputerized tomog. imaging revealed that PKC-G deficiency also 
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protects from bone destruction. PKC-B-def icient CD4+ T cells show 
an impaired proliferative response, decreased intracellular levels of the 
cytokines IFN-y, IL-2, and IL-4, and diminished cell surface 
expression of the activation markers CD25, CD69, and CD134/OX40 on 
memory T cells. The authors demonstrate decreased T-bet expression and 
reduced IgGl and IgG2a anti-collagen II Ab levels in PKC-B-def icient 
mice. Thus, PKC-B deficiency results in an attenuated response to 
Ag-induced arthritis, which is likely mediated by the reduced T cell 
proliferation, Thl/Th2 cell differentiation and T cell activation before 
and during disease peak. 
OS. CITING REF COUNT: 41 THERE ARE 41 CAPLUS RECORDS THAT CITE THIS 

RECORD (41 CITINGS) 

REFERENCE COUNT: 27 THERE ARE 27 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2006:352467 CAPLUS 

DOCUMENT NUMBER: 144:430984 

TITLE: STAT 3 and NF-kB Signal Pathway Is Required for 

IL-23-Mediated IL-17 Production in Spontaneous 
Arthritis Animal Model IL-1 Receptor 
Antagonist-Deficient Mice 

Cho, Mi-La; Kang, Jung-Won; Moon, Young-Mee; Nam, 
Hyo-Jung; Jhun, Joo-Yeon; Heo, Seong-Beom; Jin, 
Hyun-Tak; Min, So-Youn; Ju, Ji-Hyeon; Park, Kyung-Su; 
Cho, Young-Gyu; Yoon, Chong-Hyeon; Park, Sung-Hwan; 
Sung, Young-Chul; Kim, Ho-Youn 

The Rheumatism Research Center, Catholic Research 
Institute of Medical Science, Catholic University of 
Korea, Seoul, 137-040, S. Korea 

Journal of Immunology (2006), 176(9), 5652-5661 
CODEN: JOIMA3; ISSN: 0022-1767 
American Association of Immunologists 
Journal 
English 

AB Interleukin 23 (IL-23) is a heterodimeric cytokine composed of a pl9 

subunit and the p40 subunit of IL-12. IL-23 has proinflammatory activity, 
inducing IL-17 secretion by activated CD4+ T cells and stimulating the 
proliferation of memory CD4+ T cells. The authors investigated the 
pathogenic role of IL-23 in CD4+ T cells in mice lacking the IL-1R 
antagonist (IL-IRa-/-), an animal model of spontaneous arthritis. IL-23 
was strongly expressed in the inflamed joints of IL-IRa-/- mice. 
Recombinant adenovirus expressing mouse IL-23 (rAd/mIL-23) accelerated 
this joint inflammation and joint destruction. IL-1 13 further 
increased the prodn. of IL-23, which induced IL-17 prodn. and OX40 
expression in splenic CD4+ T cells of IL-IRa-/- mice. Blocking IL-23 with 
anti-pl9 Ab abolished the IL-17 prodn. induced by IL-1 in splenocyte 
cultures. The process of IL-23-induced IL-17 prodn. in CD4+ T cells was 
mediated via the activation of Jak2, PI3K/Akt, STAT3, and NF-kB, 
whereas p38 MAPK and AP-1 did not participate in the process. The 
authors' data suggest that IL-23 is a link between IL-1 and IL-17. IL-23 
seems to be a central proinflammatory cytokine in the pathogenesis of this 
IL-IRa-/- model of spontaneous arthritis. Its intracellular signaling 
pathway could be a useful therapeutic target in the treatment of 
autoimmune arthritis. 

OS. CITING REF COUNT: 77 THERE ARE 77 CAPLUS RECORDS THAT CITE THIS 

RECORD (77 CITINGS) 

REFERENCE COUNT: 50 THERE ARE 50 CITED REFERENCES AVAILABLE FOR THIS 
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2005:729611 CAPLUS 
143:206465 

Therapeutic and carrier molecules 

Ferrante, Antonio; Rathjen, Deborah Ann 

Peplin Biolipids Pty Ltd, Australia 

PCT Int. Appl., 180 pp. 

CODEN: PIXXD2 

Patent 

English 
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PRIORITY APPLN. INFO.: P 20040130 

ffO..2.005^Ay98 W 20050128 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE (S) : MARPAT 143:206465 

AB The present invention relates generally to compds . comprising a 

hydrocarbon chain portion and more particular to compds. comprising chem. 
derivatizations of the hydrocarbon chain which are useful therapeutic and 
prophylactic mols. The present invention further provides compds. where 
the hydrocarbon chain portion is a carrier mol . for functional groups, 
moieties or agents. The present invention can include naturally including 
polyunsatd. fatty acids as well as synthetic, modified or derivatized 
polyunsatd. fatty acids. Furthermore, these polyunsatd. fatty acids can 
be conjugated to amino acids, peptides or proteins. The compds. of the 
present invention are particularly useful in the treatment and prophylaxis 
of a range of conditions including cancers, protein kinase c(PKC)- or 
NFKB-related- or -assocd. conditions, cardiovascular conditions, 
pain, inflammatory conditions, vascular or immunol . conditions such as 
diabetes, neurol . conditions and infection by a range of viruses or 
prokaryotic or eukaryotic organisms. The present invention further 
provides pharmaceutical compns . and methods of medical treatment. 
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2004:1156439 CAPLUS 
142 :73408 

DNA vaccines comprising immunomodulatory proteins and 
antigen from pathogens 

Weiner, David B.; Muthumani, Karuppiah; Kutzler, 

Michele; Choo, Andrew K.; Chattergoon, Michael A. 

The Trustees of the University of Pennsylvania, USA 

PCT Int. Appl., 47 pp. 

CODEN: PIXXD2 

Patent 

English 
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APPLICATION NO. 
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CY, TR, BG, CZ, 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, 
IkB, inactive NIK, SAP kinase, SAP-1, JNK, interferon response 
genes, NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, 
RANK, RANK ligand, Ox40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
OS. CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD 
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ACCESSION NUMBER: 2007:109136 BIOSIS 
DOCUMENT NUMBER: PREV2 0 07 0 0 1 0 9 662 

TITLE: Il-23-mediated 11-17 production via stat3 and Nf-kb signal 

pathway in spontaneous arthritis animal model, 11-1 

receptor antagonist-deficient mice. 
AUTHOR (S) : Seo, Soo-Hong [Reprint Author]; Yoon, Chong-Hyeon; Ju, 

Ji-Hyeon; Kwok, Seung-Hwan; Park, Sung-Hwan; Cho, Chul-Soo; 

Kim, Ho-Youn; Cho, Mi-La 

Catholic Univ Korea, Kangnam St Marys Hosp, Seoul, South 
Korea 

Arthritis & Rheumatism, (SEP 2006) Vol. 54, No. 9, Suppl . 
S, pp. S593-S594. 

Meeting Info.: 70th Annual Scientific Meeting of the 
American-College-of-Rheumatology/41st Annual Scientific 
Meeting of the Association-of -Rheumatology-Health- 
Prof essionals . Washington, DC, USA. November 10 -15, 2006. 
Amer Coll Rheumatol; Assoc Rheumatol Hlth Profess. 
CODEN: ARHEAW. ISSN: 0004-3591. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 14 Feb 2007 
Last Updated on STN: 14 Feb 2007 

^ ANSWER 7 OF 10 BIOSIS COPYRIGHT (c) 2011 The Thomson Corporation on STN 
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SOURCE : 



DOCUMENT TYPE: 



LANGUAGE : 
ENTRY DATE: 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



DOCUMENT TYPE 
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ENTRY DATE: 



2006:408842 BIOSIS 
PREV200600406241 

PKC-theta-def icient mice are protected from Thl-dependent 
antigen-induced arthritis. 

Healy, Aileen M. [Reprint Author] ; Izmailova, Elena; 
Fitzgerald, Michael; Walker, Russell; Hattersley, Maureen; 
Silva, Matthew; Siebert, Elizabeth; Terkelsen, Jennifer; 
Picarella, Dominic; Pickard, Michael D.; LeClair, Brett; 
Chandra, Sudeep; Jaffee, Bruce 

Momenta Pharmaceut, 675 W Kendall St, Cambridge, MA 02142 
USA 

£h££l£3j±2£££L££h£L££.:S2S!l 

Journal of Immunology, (AUG 1 2006) Vol. 177, No. 3, pp. 
1886-1893. 

CODEN: JOIMA3. ISSN: 0022-1767. 
Article 
English 

Entered STN: 17 Aug 2006 
Last Updated on STN: 17 Aug 2006 
T cell effector functions contribute to the pathogenesis of rheumatoid 
arthritis. PKC-theta transduces the signal from the TCR through 
activation of transcription factors NF-kappa B, AP-1, and NFAT . We 
examined the effects of PKC-theta deficiency on two Thl-dependent models 
of Ag-induced arthritis and found that PKC-theta-def icient mice-develop 
disease, but at a significantly diminished severity compared with 
wild-type mice. In the methylated BSA model, cellular infiltrates and 
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articular cartilage damage were mild in the PKC-theta-def icient mice as 
compared with wild-type mice. Quantitation of histopathology reveals 63 
and 77% reduction in overall joint destruction in two independent 
experiments. In the type II collagen-induced arthritis model, we observed 
a significant reduction in clinical scores (p < 0.01) in three independent 
experiments and diminished joint pathology (p < 0.005). in 
PKC-theta-def icient compared with wild-type littermates. 

Microcomputerized tomographic imaging revealed that PKC-theta deficiency 
also protects from bone destruction. PKC-theta-def icient CD4 (+) T cells 
show an impaired proliferative response, decreased intracellular levels of 
the cytokines IFN-gamma, IL-2, and IL-4, and significantly diminished cell 
surface expression of the activation markers CD25, CD69, and CD134/OX40 
on memory T cells. We demonstrate decreased T-bet expression and 
significantly reduced IgGl and IgG2a anti-collagen II Ab levels in 
PKC-theta-def icient mice. Collectively, our results demonstrate that 
PKC-theta deficiency results in an attenuated response to Ag-induced 
arthritis, which is likely mediated by the reduced T cell proliferation, 
Thl/Th2 cell differentiation and T cell activation before and during 
disease peak. 

L4 ANSWER 8 OF 10 BIOSIS COPYRIGHT (c) 2011 The Thomson Corporation on STN 



ACCESSION NUMBER: 2006:399161 BIOSIS 
DOCUMENT NUMBER: PREV2 0 0 60 03 94 535 

TITLE: STAT 3 and NF-kappa B signal pathway is required for 

IL-23-mediated IL-17 production in spontaneous arthritis 
animal model IL-1 receptor antagonist-deficient mice. 

AUTHOR (S) : Cho, Mi-La; Kang, Jung-Won; Moon, Young-Mee; Nam, Hyo-Jung; 

Jhun, Joo-Yeon; Heo, Seong-Beom; Jin, Hyun-Tak; Min, 
So-Youn; Ju, Ji-Hyeon; Park, Kyung-Su; Cho, Young-Gyu; 
Yoon, Chong-Hyeon; Park, Sung-Hwan; Sung, Young-Chul; Kim, 
Ho-Youn [Reprint Author] 

CORPORATE SOURCE: Catholic Univ Korea, Catholic Res Inst Med Sci, Rheumatism 
Res Ctr, 505 Banpo Dong, Seoul, South Korea 
hMcathc)Ii.c..ac...kr 

SOURCE: Journal of Immunology, (MAY 1 2006) Vol. 176, No. 9, pp. 

5652-5661 . 

CODEN: JOIMA3. ISSN: 0022-1767. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 9 Aug 2 006 

Last Updated on STN: 9 Aug 2006 

AB IL-23 is a heterodimeric cytokine composed of a pl9 subunit and the p40 
subunit of IL-12. IL-23 has proinflammatory activity, inducing IL-17 
secretion from activated CD4 (+) T cells and stimulating the proliferation 
of memory CD4 (+) T cells. We investigated the pathogenic role of IL-23 in 
CD4 (+) T cells in mice lacking the IL-1R antagonist (lL-IRa (-/-)) , an 
animal model of spontaneous arthritis. IL-23 was strongly expressed in 
the inflamed joints of IL-lRa(-/-) mice. Recombinant adenovirus 
expressing mouse IL-23 (rAd/mIL-23) significantly accelerated this joint 
inflammation and joint destruction. IL-1 beta further increased the 
production of IL-23, which induced IL-17 production and OX40 expression 
in splenic CD4 (+) T cells of IL-lRa(-/-) mice. Blocking IL-23 with 
anti-pl9 Ab abolished the IL-17 production induced by IL-1 in splenocyte 
cultures. The process of IL-23-induced IL-17 production in CD4 (+) T cells 
was mediated via the activation of Jak2, PI3K/Akt, STAT3, and NF-kappa B, 
whereas p38 MAPK and AP-1 did not participate in the process. Our 
data suggest that IL-23 is a link between IL-1 and IL-17. IL-23 seems to 
be a central proinflammatory cytokine in the pathogenesis of this 
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IL-lRa(-/-) model of spontaneous arthritis. Its intracellular signaling 
pathway could be useful therapeutic targets in the treatment of autoimmune 
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2005:534958 BIOSIS 
PREV200510320461 

Dual alpha 4-integrin antagonists inhibit T cell activation 
and IL-2 production following specific costimulation with 
anti-CD3 and VCAM-1. 

Cohn, Ronald Gary [Reprint Author] ; Lau, Bonnie; Levin, 
Anita; Sidduri, Achyutharao; Tilley, Jefferson; Renzetti, 
Louis; Fuentes, Maria 

Roche Palo Alto LLC, Palo Alto, CA 94304 USA 
FASEB Journal, (MAR 7 2005) Vol. 19, No. 5, Suppl . S, Part 
2, pp. A144 9. 

Meeting Info.: Experimental Biology 2005 Meeting/35th 
International Congress of Physiological Sciences. San 
Diego, CA, USA. March 31 -April 06, 2005. Amer Assoc 
Anatomists; Amer Assoc Immunologists ; Amer Physiol Soc; 
Amer Soc Biochem & Mol Biol; Amer Soc Investigat Pathol; 
Amer Soc Nutr Sci; Amer Soc Pharmacol & Expt Therapeut; Int 
Union Physiol Sci. 
CODEN: FAJOEC. ISSN: 0892-6638. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 1 Dec 2005 
Last Updated on STN: 1 Dec 2005 
Binding of the integrins alpha 4 beta 1 (VLA-4) and alpha 4 beta 7 to 
their counter ligands, VCAM-1 and MadCAM-1, are critical interactions 
leading to migration of lymphocytes into tissues. Additionally, 
co-stimulation of T cells withrecombinant VCAM-1 has been shown to enhance 
induction of transcription factors AP-1, NF-AT, and NF-kappa B, 
leading- to increased secretion Of Multiple inflammatory cytokines which 
occur in chronic inflammatory diseases such as asthma, rheumatoid 
arthritis, multiple sclerosis, and inflammatory bowel disease. Most 
current therapies available to treat these diseases have undesirable 
sideeffects with long-term usage. Inhibitory anti-integrin monoclonal 
antibodies are proving effective treatments for some chronic inflammatory 
diseases, but their administration to patients and cost make development 
of small molecule integrin-antagonists desirable. Here we report that 
co-stimulation of purified Tcells with anti-CD3 and VCAM-1 increased 
production of IL2 and induced expression of OX40 (CD134) and CD69. This 
costimulation regimen induced these markers at levels higher than 
costimulation with anti-CD3 alone or in combination with anti-CD28, 
demonstrating the integrin specificity of the co-stimulatory signal. 
These responses were attenuated by the dual alpha 4-integrin antagonists 
RO0270608, R00504183, and R00505291. Thus, in addition to blocking T cell 
trafficking, dual a4-integrin antagonists may promote anti-inflammatory 
activity by directly modulating T cell function, i.e., blockade of T cell 
proliferation signaling through OX40. 
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DOCUMENT NUMBER: PREV2 0051 032 04 60 

TITLE: Effect of Immunotherapy with ISS-ODN and allergen in animal 

model of timothy allergy. 
AUTHOR (S) : Hill, Brandon D. [Reprint Author]; Jaechun, Lee; Zhou, Bin; 

Yoo, T. J. 

CORPORATE SOURCE: Univ Tennessee, Dept Allergy and Immunol, Memphis, TN 38163 
USA 

SOURCE: FASEB Journal, (MAR 7 2005) Vol. 19, No. 5, Suppl . S, Part 

2, pp. A1449. 

Meeting Info.: Experimental Biology 2005 Meeting/35th 
International Congress of Physiological Sciences. San 
Diego, CA, USA. March 31 -April 06, 2005. Amer Assoc 
Anatomists; Amer Assoc Immunologists ; Amer Physiol Soc; 
Amer Soc Biochem & Mol Biol; Amer Soc Investigat Pathol; 
Amer Soc Nutr Sci; Amer Soc Pharmacol & Expt Therapeut; Int 
Union Physiol Sci. 
CODEN: FAJOEC. ISSN: 0892-6638. 

DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 

LANGUAGE: English 

ENTRY DATE: Entered STN: 1 Dec 2005 

Last Updated on STN: 1 Dec 2005 

AB Binding of the integrins alpha 4 beta 1 (VLA-4) and alpha 4 beta 7 to 
their counter ligands, VCAM-1 and MadCAM-1, are critical interactions 
leading to migration of lymphocytes into tissues. Additionally, 
co-stimulation of T cells withrecombinant VCAM-1 has been shown to enhance 
induction of transcription factors AP-1, NF-AT, and NF-kappa B, 
leading to increased secretion Of Multiple inflammatory cytokines which 
occur in chronic inflammatory diseases such as asthma, rheumatoid 
arthritis, multiple sclerosis, and inflammatory bowel disease. Most 
current therapies available to treat these diseases have undesirable side 
effects with long-term usage. Inhibitory anti-integrin monoclonal 
antibodies are proving effective treatments for some chronic inflammatory 
diseases, but their administration to patients and cost make development 
of small molecule integrin-antagonists desirable. Here we report that 
co-stimulation of purified T cells with anti-CD3 and VCAM-1 increased 
production of IL2 and induced expression of OX40 (CD134) and CD69. This 
costimulation regimen induced these markersat levels higher than 
costimulation with anti-CD3 alone or in combination with anti-CD28, 
demonstrating the integrin specificity of the co-stimulatory signal. 
These responses were attenuated by the dual a4-integrin antagonists 
RO0270608, R00504183, and R00505291. Thus, in addition to blocking T cell 
trafficking, dual a4-integrin antagonists may promote anti-inflammatory 
activity by directly modulating T cell function, i.e., blockade of T cell 
proliferation signaling through OX40. 
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2004:1156439 CAPLUS 
142 = 73408 

DNA vaccines comprising immunomodulatory proteins and 
antigen from pathogens 

Weiner, David B . ; Muthumani, Karuppiah; Kutzler, 

Michele; Choo, Andrew K.; Chattergoon, Michael A. 

The Trustees of the University of Pennsylvania, USA 

PCT Int. Appl., 47 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



•/ 0 6 



; :.;;.06 



A2 
A3 



DATE 



APPLICATION NO. 



20041229 W 

20050414 
, AU, AZ, BA, 
, DE, DK, DM, 







;, BR, BW, BY, BZ, CA, CH, 

DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 
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NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 

SN, TD, TG 

AU 2004249191 Al 20 20040614 

AU 2004249191 B2 20110106 

■ 9051 Al 20041229 CA 2004-2529051 20040614 

A2 20060315 E? 2004-755303 20040614 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, FI, RO, CY, TR, BG, CZ, EE, HU, PL, SK 

JP 2007502868 T 20070215 JP 2006-533794 20040614 

004-560653 20040614 



Al 20070510 

TY APPLN . INFO . : 



2 0 03-4 7 8 187 P. P 20030613 

P 20030613 
P 20030613 



W 20040614 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, IkB, 
inactive NIK, SAP kinase, SAP-1, JNK, interferon response genes, 
NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, RANK, 
RANK ligand, Ox40, 0x40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP 2 and functional fragments thereof. 
OS. CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD 

(3 CITINGS) 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
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DNA vaccines comprising immunomodulatory proteins and 
antigen from pathogens 

Weiner, David B . ; Muthumani, Karuppiah; Kutzler, 

Michele; Choo, Andrew K.; Chattergoon, Michael A. 

The Trustees of the University of Pennsylvania, USA 

PCT Int. Appl., 47 pp. 
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GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 
RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 
SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 
SN, TD, TG 

AU 2004249191 Al 20041229 AU 2004-249191 20040614 

AU 2004249191 B2 20110106 

' ■■029051 Al 20041229 CA 2004-2529051 20040614 

A2 20060315 EP 2004-75 j 20040614 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, FI, RO, CY, TR, BG, CZ, EE, HU, PL, SK 
JP 2007502868 T 20070215 JP 2006-533794 20040614 

^ CO '0 C 4686 Al 2 0 070510 , L '__C 20040614 

. : P 20030613 

US 2003-478230P P 20030613 

US 2003-478250P P 20030613 

WO...Z004-US1.9028 W 20040614 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, IkB, 
inactive NIK, SAP kinase, SAP-1, JNK, interferon response genes, 
NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, RANK, 
RANK ligand, Ox40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
OS. CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD 

(3 CITINGS) 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, 

KZ, MD, RU, TJ, TM 

•: JP 2006-105825 A 20060407 

f multiple 



AB Disclosed is a method for prediction of the recurr 

sclerosis. Specifically, the method comprises evaluating the expression 
level of genes known to vary specifically upon the recurrence of multiple 
sclerosis, in a peripheral blood CD3+ T lymphocyte in a patient suffering 
from multiple sclerosis using a DNA microarray (a DNA chip) , thereby 
predicting the recurrence of multiple sclerosis in the patient. 
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AB The invention discloses methods, gene databases, gene arrays, protein 
arrays, and devices that may be used to det . the hypersensitivity of 
individuals to a given agent, such as drug or other chem., in order to 
prevent toxic side effects. In one embodiment, methods of identifying 
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hypersensitivity in a subject by obtaining a gene expression profile of 
multiple genes assocd. with hypersensitivity of the subject suspected to 
be hypersensitive, and identifying in the gene expression profile of the 
subject a pattern of gene expression of the genes assocd. with 
hypersensitivity are disclosed. The gene expression profile of the 
subject may be compared with the gene expression profile of a normal 
individual and a hypersensitive individual. The gene expression profile 
of the subject that is obtained may comprise a profile of levels of mRNA 
or cDNA. The gene expression profile may be obtained by using an array of 
nucleic acid probes for the plurality of genes assocd. with 
hypersensitivity. The expression of the genes predetd. to be assocd. with 
hypersensitivity is directly related to prevention or repair of toxic 
damage at the tissue, organ or system level. Gene databases arrays and 
app. useful for identifying hypersensitivity in a subject are also 
disclosed . 
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Journal 
Chinese 

The expressions of activating receptors (NKG2D and NKp46) , inhibitory 
receptors (NKG2A and KIR) as well as costimulatory mols. (OX40, 4-1BB 
and ICOS) on peripheral blood natural killer (NK) cells from patients with 
recurrent genital herpes (RGH) were investigated. Four-color 
immunofluorescence staining with flow cytometry was used to detect the 
expression of NKG2D, NKG2A, KIR and NKp46 in 44 patients with RGH and 40 
normal human controls, and to detect the expressions of OX4Q, 4-1BB and 
ICOS in 29 patients with RGH and 29 normal human controls. The 
proportions of NKG2D-pos. and NKp46-pos. NK cells significantly decreased 
in patients with RGH than those in the normal human controls 
[ (93.315.4) % vs. (96.912. 5)%, ( 88 . 9±8 . 7 ) % vs . (93.4+4.1)%, 
resp., both P<0.01]. Between the patients and the controls, no 
significant difference was obsd. in the expression of NK cell inhibitory 
receptors, NKG2A [(41.8114.4)% vs. (46.0 ± 14.7)%, P>0.05] or KIR 
[(68.3119.1)% vs. (69.1+17.6)%, P>0.05]. A lower expression of 
costimulatory mol . OX40 was noted in NK cells from patients with RGH 
compared with those in normal controls [(1.0+1.1)% vs. (1.8+1.7)%, 
P<0.05]. Herpes simplex virus infection could down-regulate the 
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expression of NK cell activating receptors and costimulatory mols. 
subsequently suppress the activation of NK cells, and lead to the 
of virus-infected cells from the killing of NK cells. 
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Objective: Cord blood contains a significant no. of precursor cells that 
differentiate to cytotoxic effector cells and immunoregulatory cells. We 
tried to expand inhibitory natural killer cell receptor CD94-expressing 
CD8 T cells with cytolytic activity and CD4+CD25+ regulatory T cells from 
the same cord cell unit. Methods: Cytotoxic CD94-expressing CD8 T cells 
were expanded from CD4-depleted cord blood using an immobilized anti-CD3 
monoclonal antibody and a cytokine and also CD4+CD25+ regulatory T cells 
were expanded from a CD4-enriched fraction derived from the same cord 
blood unit using anti-CD3/CD28 monoclonal antibody-coated Dynabeads and 
cytokines. Results: We were able to obtain a more than 1000-fold 
expansion of CD94-expressing CD8 T cells and a more than 50-fold expansion 
of CD4+CD25+ cells from the same cord blood unit. These expanded 
CD4+CD25+ cells expressed FoxP3 mRNA at a level about 100-fold higher than 
that in isolated CD25- cells and could suppress allogeneic mixed 
lymphocyte culture by >80% (effector cells: CD4+CD25+ cells = 2:1). 
Cytolytic activities of purified CD94-expressing cells detected by a 4-h 
51Cr release assay against K562 were >60%. Coculture of CD94-expressing 
cells with expanded CD4+CD25+ cells did not have any effect on cytolytic 
activities of purified CD94-expressing cells against K562 cells. 
Conclusion: These expanded cytolytic CD94-expressing CD8 cells might be 
able to induce a graf t-vs-leukemia effect without enhancing graf t-vs-host 
disease, and CD4+CD25+ cells might be able to suppress allogeneic 
responses, including graf t-vs-host disease and graft rejection after cord 
blood transplantation. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, IkB, 
inactive NIK, SAP kinase, SAP-1, JNK, interferon response genes, 
NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, RANK, 
RANK ligand, Ox40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
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AB Objective To investigate the expression of activating receptors (NKG2D and 
NKp46), inhibitory receptors (NKG2A and KIR) as well as costimulatory 
molecules (OX40, 4-1BB and ICOS) on peripheral blood natural killer (NK) 
cells from patients with recurrent genital herpes (RGH) . Methods 
Four-color immunofluorescence staining with flow cytometry was used to 
detect the expression of NKG2D, NKG2A, KIR and NKp46 in 44 patients with 
RGH and 40 normal human controls, and to detect the expression of OX40, 
4-1BB and ICOS in 29 patients with RGH and 29 normal human controls. 
Results The proportions of NKG2D-positive and NKp4 6-positive NK cells 
significantly decreased in patients with RGH than those in the normal 
human controls [(93.3 +/- 5.4)% vs (96.9 +/- 2.5)%, (88.9 +/- 8.7)% 
vs(93.4 +/- 4.1)%, respectively, both P < 0.011. Between the patients and 
controls, no significant difference was observed in the expression of NK 
cell inhibitory receptors, NKG2A [(41.8 +/- 14.4)% vs (46.0 +/- 14.7)%, 
P > 0.05] or KIR [(68.3 +/- 19.1)% vs (69.1 +/- 17.6)%, P > 0.05]. A 
lower expression of costimulatory molecule OX40 was noted in NK cells 
from patients with RGH compared with those in normal controls [(1.0 +/- 
1.0% vs 0.8 +/- 1.7)%, P < 0.05]. Conclusions Herpes simplex virus 
infection could down-regulate the expression of NK cell activating 
receptors and costimulatory molecules, subsequently suppress the 
activation of NK cells, and lead to the escape of virus-infected cells 
from the killing of NK cells. 
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AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, IkB, 
inactive NIK, SAP kinase, SAP-1, JNK, interferon response genes, 
NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, RANK, 
RANK ligand, Ox40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
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Members of the TNF receptor (TNFR) superfamily are cell-surface proteins 
that can be found on most cell types including lymphocytes. Although some 
TNFR-related mols. are constitutively expressed, others, such as CD30 and 
Ox40, are induced upon activation of lymphocytes. CD30 and Ox40 are 
predominantly expressed on activated T helper (Th)2 cells. Both receptors 
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can activate c-Jun N-terminal kinase (JNK) and nuclear factor-KB 
(NF-kB) and have been suggested to play costirnulatory roles in 
lymphocyte activation. To gain further insight into events triggered by 
both TNFR-related mols., a detailed anal, of their expression patterns has 
been performed. We found that CD30 and 0x40 were coexpressed on Th2 
cells. However, in contrast to CD30, Ox40 was also expressed on Thl 
cells. Although expression of both receptors is augmented by 
interleukin-4 , only CD30 expression is dependent on signal transducer and 
activator of transcription ( STAT) -6-mediated signaling. Differences in 
the regulatory pathways controlling expression of CD30 and 0x40 suggest 
distinct, functional effects triggered by the two TNFR-related mols. 
during lymphocyte activation. 
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AB Members of the TNF receptor (TNFR) superfamily are cell-surface proteins 

that can be found on most cell types including lymphocytes. Although some 
TNFR-related molecules are constitutively expressed, others, such as CD30 
and Ox40, are induced upon activation of lymphocytes. CD30 and Ox4Q 
are predominantly expressed on activated T helper (Th)2 cells. Both 
receptors can activate c-Jun N-terminal kinase (JNK) and nuclear 
f actor-kappaB (NF-kappaB) and have been suggested to play costirnulatory 
roles in lymphocyte activation. To gain further insight into events 
triggered by both TNFR-related molecules, a detailed analysis of their 
expression patterns has been performed. We found that CD30 and Ox40 
were coexpressed on Th2 cells. However, in contrast to CD30, Ox40 was 
also expressed on Thl cells. Although expression of both receptors is 
augmented by interleukin-4, only CD30 expression is dependent on signal 
transducer and activator of transcription (STAT) -6-mediated signaling. 
Differences in the regulatory pathways controlling expression of CD30 and 
Ox40 suggest distinct, functional effects triggered by the two 
TNFR-related molecules during lymphocyte activation. 
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AB The present disclosure describes the identification and use of aptamers 

and photoaptamers having slower dissocn. rate consts . than those obtained 
using previously described methods. Specifically, the present disclosure 
describes methods for the identification and use of aptamers to one or 
more targets within a histol. or cytol. sample, which have slow rates of 
dissocn. The aptamers may be used to assess localization, relative d., 
and presence or absence of one or more targets in cytol. and histol. 
samples. Targets may be selected that are specific and diagnostic of a 
given disease state for which the sample was collected. The aptamers may 
also be used to introduce target specific signal moieties. In addn . to 
target identification, the aptamers may be used to amplify signal 
generation through a variety of methods. High affinity 
5- (N-benzylcarboxyamide) -dUTP-contg . aptamers to Her2 were generated. 
Aptamer 2616-24 had an equil. binding const, of 1.5x10-8 M. The aptamer 
was synthesized with 5' addn. of a biotin Cy3 label and used to stain HER2 
protein in frozen breast carcinoma tissue sections. In the presence of 1 
mM dextran sulfate, the HER2 aptamer bound to cell membranes in the 
expected morphol . pattern in frozen breast tumors that had been classified 
by immunohistochem. (IHC) as having 3+ HER2 expression, but it did not 
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bind to breast tumors classified by IHC as 0/neg., or non-breast neg . 
control tissues. 
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Expressions of activating and inhibitory receptors as 
well as costimulatory molecules on peripheral blood 
natural killer cells in patients with recurrent 
genital herpes 

Qian, Qifeng; Zhen, Lin; Li, Qing 
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Zhongguo Yixue Kexueyuan Pifubing Yanjiuso 

Journal 

Chinese 



AB The expressions of activating receptors (NKG2D and NKp46) , inhibitory 
receptors (NKG2A and KIR) as well as costimulatory mols. (OX40, 4-1BB 
and ICOS) on peripheral blood natural killer (NK) cells from patients with 
recurrent genital herpes (RGH) were investigated. Four-color 
immunofluorescence staining with flow cytometry was used to detect the 
expression of NKG2D, NKG2A, KIR and NKp46 in 44 patients with RGH and 40 
normal human controls, and to detect the expressions of OX40, 4-1BB and 
ICOS in 29 patients with RGH and 29 normal human controls. The 
proportions of NKG2D-pos . and NKp46-pos. NK cells significantly 
decreased in patients with RGH than those in the normal human controls 
[ (93.3+5.4) % vs. (96.912. 5)%, ( 88 . 9±8 . 7 ) % vs . (93.4+4.1)%, 
resp., both P<0.01]. Between the patients and the controls, no 
significant difference was obsd. in the expression of NK cell inhibitory 
receptors, NKG2A [(41.8114.4)% vs. (46.0 ± 14.7)%, P>0.05] or KIR 
[(68.3+19.1)% vs. (69.1+17.6)%, P>0.05]. A lower expression of 
costimulatory mol . OX40 was noted in NK cells from patients with RGH 
compared with those in normal controls [(1.0+1.1)% vs. (1.8+1.7)%, 
P<0.05]. Herpes simplex virus infection could down-regulate the 
expression of NK cell activating receptors and costimulatory mols., 
subsequently suppress the activation of NK cells, and lead to the escape 
of virus-infected cells from the killing of NK cells. 
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AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, IkB, 
inactive NIK, SAP kinase, SAP-1, JNK, interferon response genes, 
NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, RANK, 
RANK ligand, Ox40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
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Cross-Talk between Activated Human NK Cells and CD4+ 
Cells via OX40-OX40 Ligand Interactions 
Zingoni, Alessandra; Sornasse, Thierry; Cocks, 
Benjamin G.; Tanaka, Yuetsu; Santoni, Angela; Lanier 
Lewis L. 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB It is important to understand which raols. are relevant for linking innate 
and adaptive immune cells. In this study, we show that QX40 ligand is 
selectively induced on IL-2, IL-12, or IL-15-activated human NK cells 
following stimulation through NKG2D, the low affinity receptor for IgG 
(CD16) or killer cell Ig-like receptor 2DS2 . CD1 6-activated NK cells 
costimulate TCR-induced proliferation, and IFN-y produced by 
autologous CD4+ T cells and this process is dependent upon expression of 
OX40 ligand and B7 by the activated NK cells. These findings suggest a 
novel and unexpected link between the natural and specific immune 
responses, providing direct evidence for cross-talk between human CD4+ T 
cells and NK receptor-activated NK cells. 
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Expression of activating and inhibitory receptors as well 
as costimulatory molecules on peripheral blood natural 
killer cells in patients with recurrent genital herpes. 
Qian Qi-feng [Reprint Author] ; Zhen Lin; Li Qing 
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Zhonghua Pifuke Zazhi, (MAY 2009) Vol. 42, No. 5, pp. 
308-310. 

CODEN: CHFTAJ. ISSN: 0412-4030. 
Article 
Chinese 

Entered STN: 29 Jul 2009 
Last Updated on STN: 29 Jul 2009 
Objective To investigate the expression of activating receptors (NKG2D 
and NKp46) , inhibitory receptors (NKG2A and KIR) as well as costimulatory 
molecules (OX40, 4-1BB and ICOS) on peripheral blood natural killer (NK) 
cells from patients with recurrent genital herpes (RGH) . Methods 
Four-color immunofluorescence staining with flow cytometry was used to 
detect the expression of NKG2D, NKG2A, KIR and NKp46 in 44 patients with 
RGH and 40 normal human controls, and to detect the expression of OX40, 
4-1BB and ICOS in 29 patients with RGH and 29 normal human controls. 
Results The proportions of NKG2D-positive and NKp4 6-positive NK cells 
significantly decreased in patients with RGH than those in the normal 
human controls [(93.3 +/- 5.4)% vs (96.9 +/- 2.5)%, (88.9 +/- 8.7)% 
vs(93.4 +/- 4.1)%, respectively, both P < 0.011. Between the patients and 
controls, no significant difference was observed in the expression of NK 
cell inhibitory receptors, NKG2A [(41.8 +/- 14.4)% vs (46.0 +/- 14.7)%, P 
> 0.05] or KIR [(68.3 +/- 19.1)% vs (69.1 +/- 17.6)%, P > 0.05]. A lower 
expression of costimulatory molecule OX40 was noted in NK cells from 
patients with RGH compared with those in normal controls [(1.0 +/- 1.0% vs 
0.8 +/- 1.7)%, P < 0.05]. Conclusions Herpes simplex virus infection 
could down-regulate the expression of NK cell activating receptors and 
costimulatory molecules, subsequently suppress the activation of NK cells, 
and lead to the escape of virus-infected cells from the killing of NK 
cells. 
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DOCUMENT TYPE: Article 
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ENTRY DATE: Entered STN: 16 Dec 2004 
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AB It is important to understand which molecules 

innate and adaptive immune cells. In this study, 
ligand is selectively induced on IL-2, IL-12, or IL-15-activated human NK 
cells following stimulation through NKG2D , the low affinity receptor for 
IgG (CD16) or killer cell Ig-like receptor 2DS2 . CD1 6-activated NK cells 
costimulate TCR-induced proliferation, and IFN-gamma produced by 
autologous CD4+ T cells and this process is dependent upon expression of 
OX40 ligand and B7 by the activated NK cells. These findings suggest a 
novel and unexpected link between the natural and specific immune 
responses, providing direct evidence for cross-talk between human CD4+ T 
cells and NK receptor-activated NK cells. 
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AB Compns . for countering immune attenuating/suppressive pathways comprise 
targeting agents or aptamer-targeted RNAi-mediated gene silencing 
(siRNA/shRNA) . The targeting agents or aptamers are specific for immune 
cells and markers thereof, including mols. comprising 4-1BB (CD137), 
OX40, CD3, CD28, H LA-ABC, HLA-DR, T cell receptor a(3, T cell 
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receptor yb, T cell receptor TGFpRII, TNF 

receptors, CDllc, CD1-339, B7, mannose receptor, or DEC205. The RNAi is 
specific for any one or more polynucleotides comprising TGF(3 
receptor, TGF(3RII, polynucleotides assocd. with TGF(3 signaling, 
purinergic receptors, CTLA-4, PTEN, Csk, Cbl-b, cytokines, S0CS1, GILT, 
GILZ, A20, or Bax/Bak. These aptamer-RNAi fusion compns . (e.g., a 4-1BB 
dimer aptamer-CTLA-4 siRNA fusion) have broad applicability in the 
treatment of many diseases. 
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AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, IkB, 
inactive NIK, SAP kinase, SAP-1, JNK, interferon response genes, 
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NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, 
RANK, RANK ligand, 0x40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
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Functional expression of CD134 by neutrophils 
Baumann, Ralf; Yousefi, Shida; Simon, Dagmar; 
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Department of Pharmacology, University of Bern, Bern, 
Switz . 

European Journal of Immunology (2004), 34(8), 
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Journal 
English 

AB CD134 (OX40) is a member of the tumor necrosis factor (TNF) receptor 

superfamily expressed on activated T cells. Here, the authors show that 
human peripheral blood neutrophils express CD134. Activation of CD134 by 
sol. CD134 ligand (OX40 ligand/gp34) resulted in delayed caspase-3 
activation and consequently in delayed neutrophil apoptosis in vitro. 
Moreover, CD134 ligand, like G-CSF, maintained anti-apoptotic Mcl-1 levels 
and inhibited cleavage of the pro-apoptotic Bcl-2 family members Bid and 
Bast in these cells, suggesting that CD134-mediated signals block 
apoptosis pathways proximal to mitochondria activation. In conclusion, 
CD134 regulates neutrophil survival, suggesting that this mol . does not 
only contribute to adaptive but also to innate immune responses. 
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Transplant Immunology (2003), 11(1), 49-56 

CODEN: TRIME2; ISSN: 0966-3274 

Elsevier Science B.V. 

Journal 

English 

. LEW/Sea rats were transplanted a piece of syngeneic 
the peritoneum and abdominal muscle. Among them, 17 
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(68%) of the 25 rats that received pancreatic transplantation at 41-50 
days of age had a surviving (3-cell mass at 5.5-7.1 mo after 
transplantation. Among the 25 rats, 12 rats injected with interleukin-1 
receptor (IL-1R) and IL-2R(3 peptides at post-transplantation showed 
better surviving grafts at 5.5 mo observation. Only 2 (25%) of the other 
7 young rats that received a pancreatic graft at 20 days of age had a 
small mass at 21 days post-transplantation. Flow cytometer (FCM) analyses 
showed that thymus OX40+ (CD134+) T-cells were increased up to 37% at 
the graft rejection in the 13 old rats without the IL-R peptide 
injections. The 7 young rats had 99% of thymus OX40+ T-cells. However, 
the 12 old rats injected with the IL-R peptides showed suppressed nos . of 
thymus OX40+ T-cells (8-13%) . The long-term surviving, but apoptotic, 
grafted (3-cells were stained pos . both with anti-insulin monoclonal 
antibody (mAb) and with anti-c-erbB-2/human epidermal growth factor 
receptor (HER)-2/neu mAb. Expression of a c-erb family oncogene was shown 
on the pancreatic graft surviving for 7.1 mo. Electron microscopic anal, 
of the grafted (3-cells showed abnormally large (3 granules and 
loss of functioning mitochondria in the cytoplasm. In 18 (56%) of the 32 
rats, the 220-bp and 380-bp specific products of insulin-degrading enzyme 
(IDE) gene were amplified using the polymerase chain reaction (PCR) of the 
liver DNA. Among the 18 rats, 6 rats expressed 2 extra hands of 280-bp 
and 700-bp in a correlation with the high levels of the transforming 
growth factor-alpha (TGF-a) cDNA of 120-bp which was amplified in 
the quant, reverse-transcriptase (RT)-PCR of the liver cDNA. Among the 
selected 11 rats, 5 rats showed large amts . of the 120-bp TGF-a 
cDNA. Host pancreatic RT-PCR showed 235-bp or 250-bp bcl-2 and 181-bp 
bcl-xS gene products. The bcl-2 cDNA of the host pancreas was amplified 
actively when the pancreatic graft was being rejected. Exceptionally, the 
one female injected with the IL-R peptides showed a low level of the liver 
TGF-a cDNA together with the pancreatic expressions of Bax 
(140-bp) , bcl-2 and like interleukin converting enzyme (LICE) (318-bp) 
cDNA. Insulin secretion from the grafted p-cells and 
IL-l|3-induced Fas-mediated apoptosis of the (3-cells were 

suspected to be present at the same time in the female with the best graft 
survival . 
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US 1999-165398P 



19991105 
US 2Q00-196571P P 20000411 

AB The invention discloses methods, gene databases, gene arrays, protein 
arrays, and devices that may be used to det . the hypersensitivity of 
individuals to a given agent, such as drug or other chem., in order to 
prevent toxic side effects. In one embodiment, methods of identifying 
hypersensitivity in a subject by obtaining a gene expression profile of 
multiple genes assocd. with hypersensitivity of the subject suspected to 
be hypersensitive, and identifying in the gene expression profile of the 
subject a pattern of gene expression of the genes assocd. with 
hypersensitivity are disclosed. The gene expression profile of the 
subject may be compared with the gene expression profile of a normal 
individual and a hypersensitive individual. The gene expression profile 
of the subject that is obtained may comprise a profile of levels of mRNA 
or cDNA. The gene expression profile may be obtained by using an array of 
nucleic acid probes for the plurality of genes assocd. with 
hypersensitivity. The expression of the genes predetd. to be assocd. with 
hypersensitivity is directly related to prevention or repair of toxic 
damage at the tissue, organ or system level. Gene databases arrays and 
app. useful for identifying hypersensitivity in a subject are also 
disclosed . 
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Author] 

Univ Bern, Dept Pharmacol, Friedbuhlstr 49, CH-3010 Bern, 
Switzerland 

. 

European Journal of Immunology, (AUG 2004) Vol. 34, No. 8, 
pp. 2268-2275. 

CODEN: EJIMAF. ISSN: 0014-2980. 
Article 
English 

Entered STN: 9 Nov 2005 
Last Updated on STN: 9 Nov 2005 
CD134 (OX40) is a member of the tumor necrosis factor (TNF) receptor 
superfamily expressed on activated T cells. Here, we show that human 
peripheral blood neutrophils express CD134. Activation of CD134 by 
soluble CD134 ligand (OX40 ligand/gp34) resulted in delayed caspase-3 
activation and consequently in delayed neutrophil apoptosis in vitro. 
Moreover, CD134 ligand, like G-CSF, maintained anti-apoptotic Mcl-1 levels 
and inhibited cleavage of the pro-apoptotic Bcl-2 family members Bid and 
Bax in these cells, suggesting that CD134-mediated signals block 
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apoptosis pathways proximal to mitochondria activation. In conclusion, 
CD134 regulates neutrophil survival, suggesting that this molecule does 
not only contribute to adaptive but also to innate immune responses . 
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Bbt-TNFRl and Bbt-TNFR2, two tumor necrosis factor 
receptors from Chinese amphioxus involve in host 
defense 

Yuan, Shaochun; Yu, Yanhong; Huang, Shengfeng; Liu, 
Tong; Wu, Tao; Dong, Meiling; Chen, Shangwu; Yu, 
Yingcai; Xu, Anlong 
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China 

Molecular Immunology (2007), 44(5), 756-762 
CODEN: MOIMD5; ISSN: 0161-5890 
Elsevier B.V. 
Journal 
English 

r necrosis factor receptors, Bbt-TNFRl and Bbt-TNFR2, 
Chinese amphioxus, the closest relative to vertebra' 
mRNA of Bbt-TNFRl encoded a type I membrane protein of 452 amino acids, 
including 4 cysteine-rich domains in the extracellular region and a 
putative TRAF6-binding site at its 154 amino acid (aa) long cytoplasmic 
tail. Bbt-TNFR2 was a 304 aa long type I membrane protein, featuring 3 
cysteine-rich domains and a short cytoplasmic tail of just 13 aa . 
Southern blot revealed that Bbt-TNFRl was a single copy gene, while 
Bbt-TNFR2 was presented in multiple copies. Sequence comparison indicated 
that both Bbt-TNFRl and Bbt-TNFR2 were weakly similar to LT-bR, HVEM, 
TNFR2, CD4 0, OX40, and DcR3 . Real-time PCR showed that Bbt-TNFRl and 
Bbt-TNFR2 were regulated during development and finally had high 
expression in mucosa-rich tissues in adult stage. Furthermore, 
up-regulated expression of both genes was also obsd. in gut after 
Gram-pos . bacteria challenge. However, not like Bbt-TNFR2 slow and 
gradual augmentation in the following 48 h, expression of Bbt-TNFRl 
dramatically surged up within 4 h and then subsided rapidly. Thus, 
Bbt-TNFRl and Bbt-TNFR2 may be involved in the host defense of Chinese 
amphioxus via distinct fashions. 
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as an inhibitor of TRAF2/5-mediated activation of the 

noncanonical NF-kB pathway by TRAF-binding TNFRs 
AUTHOR (S) : Hauer, Julia; Pueschner, Stephanie; Ramakrishnan, 

Parameswaran; Simon, Ute; Bongers, Martina; Federle, 

Christine; Engelmann, Hartmut 
CORPORATE SOURCE: Institut fuer Immunologie der Universitaet Muenchen, 

Munich, 80366, Germany 
SOURCE: Proceedings of the National Academy of Sciences of the 

United States of America (2005), 102(8), 2874-2879 

CODEN: PNASA6; ISSN: 0027-8424 
PUBLISHER: National Academy of Sciences 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB TNF family members and their receptors contribute to increased gene 

expression for inflammatory processes and intracellular cascades leading 
to programmed cell death, both via activation of NF-kB. TNF 
receptor (TNFR) -assocd . factors (TRAFs) are cytoplasmic adaptor proteins 
binding to various receptors of the TNFR family. In an attempt to 
delineate the role of individual TRAFs, we compared NF-kB activation 
by CD40wt and CD40 mutants with different TRAF recruitment patterns. 
Recognized only recently, NF-kB signaling occurs at least via two 
different pathways. Each pathway results in nuclear translocation of two 
different Rel-dimers, the canonical p50/RelA and the noncanonical 
p52/RelB. Here, we show that via TR&F6, CD40 mediates only the 
activation of the canonical NF-kB pathway. Via TRAF2/5, CD40 
activates both the canonical and the noncanonical NF-kB pathways. 
We obsd. that TRAF3 specifically blocked the NF-kB activation via 
TRAF2/5. This inhibitory effect of TRAF3 depends on the presence of an 
intact zinc finger domain. Paradoxically, suppression of TRAF2/5-mediated 
NF-kB activation by TRAF3 resulted in enhanced transcriptional 
activity of TRAF6-mediated canonical NF-kB emanating from CD40. 
We also obsd. that 12 TNFR family members (p75TNFR, LT(3R, RANK, HVEM, 
CD40, CD30, CD27, 4-1BB, GITR, BCMA, OX40, and TACI) are each capable of 
activating the alternative NF-kB pathway and conclude that TRAF3 
serves as a neg . regulator of this pathway for all tested receptors. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88 , IRAK, TRAF6 , 
IkB, inactive NIK, SAP kinase, SAP-1, JNK, interferon response 
genes, NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, 
RANK, RANK ligand, Ox40, Ox40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
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Last Updated on STN: 3 Mar 2010 
Two novel tumor necrosis factor receptors, Bbt-TNFRl and Bbt-TNFR2, were 
isolated from Chinese amphioxus, the closest relative to vertebrate. The 
mRNA of Bbt-TNFRl encoded a type I membrane protein of 452 amino acids, 
including four cysteine-rich domains in the extracellular region and a 
putative TRAF6-binding site at its 154aa long cytoplasmic tail. 
Bbt-TNFR2 was a 304aa long type I membrane protein, featuring three 
cysteine-rich domains and a short cytoplasmic tail of just 13 amino acids. 
Southern blot revealed that Bbt-TNFRl was a single copy gene, while 
Bbt-TNFR2 was presented in multiple copies. Sequence comparison indicated 
that both Bbt-TNFRl and Bbt-TNFR2 were weakly similar to LT-bR, HVEM, 
TNFR2, CD40, OX40 and DcR3 . Real-time PCR showed that Bbt-TNFRl and 
Bbt-TNFR2 were regulated during development and finally had high 
expression in mucosa-rich tissues in adult stage. Furthermore, 
up-regulated expression of both genes was also observed in guts after 
Gram-positive bacteria challenge. However, not like Bbt-TNFR2 ' s slowly 
and gradually augmentation in the following 48 h, expression of Bbt-TNFRl 
dramatically surged up within 4 It and then subsided rapidly. Taking 
together, Bbt-TNFRl and Bbt-TNFR2 may involve in the host defense of 
Chinese amphioxus via distinct fashions, (c) 2006 Elsevier Ltd. All 
rights reserved. 

ANSWER 5 OF 6 BIOSIS COPYRIGHT (c) 2011 The Thomson Corporation on STN 



ACCESSION NUMBER: 2005:195743 BIOSIS 
DOCUMENT NUMBER: PREV2 0 05 0 0 1 95 65 8 

TITLE: TNF receptor (TNFR) -associated factor (TRAF) 3 serves as an 

inhibitor of TRAF2/5-mediated activation of the 
noncanonical NF-kappaB pathway by TRAF-binding TNFRs . 

AUTHOR (S) : Hauer, Julia; Pueschner, Stephanie; Ramakrishnan, 

Parameswaran; Simon, Ute; Bongers, Martina; Federle, 
Christine; Engelmann, Hartmut [Reprint Author] 

CORPORATE SOURCE: Inst Immunol, Univ Munich, Goethestr 31, D-80366, Munich, 
Germany 

henqel;nann@l rnu.de 

SOURCE: Proceedings of the National Academy of Sciences of the 

United States of America, (February 22 2005) Vol. 102, No. 
8, pp. 2874-2879. print. 
ISSN: 0027-8424 (ISSN print) . 

DOCUMENT TYPE: Article 

LANGUAGE: English 

ENTRY DATE: Entered STN: 25 May 2005 

Last Updated on STN: 25 May 2005 

AB TNF family members and their receptors contribute to increased gene 

expression for inflammatory processes and intracellular cascades leading 
to programmed cell death, both via activation of NF-kappaB. TNF receptor 
(TNFR) -associated factors (TRAFs) are cytoplasmic adaptor proteins binding 
to various receptors of the TNFR family. In an attempt to delineate the 
role of individual TRAFs, we compared NF-kappaB activation by CD4 0wt and 
CD40 mutants with different TRAF recruitment patterns. Recognized only 
recently, NF-kappaB signaling occurs at least via two different pathways. 
Each pathway results in nuclear translocation of two different Rel-dimers, 
the canonical p50/RelA and the noncanonical p52/ReIB. Here, we show that 
via TRAM, CD40 mediates only the activation of the canonical NF-kappaB 
pathway. Via TRAF2/5, CD40 activates both the canonical and the 
noncanonical NF-kappaB pathways. We observed that TRAF3 specifically 
blocked the NF-kappaB activation via TRAF2/5. This inhibitory effect of 
TRAF3 depends on the presence of an intact zinc finger domain. 
Paradoxically, suppression of TRAF2/5-mediated NF-kappaB activation by 
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TRAF3 resulted in enhanced transcriptional activity of TRAF6-mediated 
canonical NF-kappaB emanating from CD40. We also observed that 12 TNFR 
family members (p75TNFR, LTbetaR, RANK, HVEM, CD40, CD30, CD27,4-1BB, 
GITR, BCMA, OX40, and TACI) are each capable of activating the 
alternative NF-kappaB pathway and conclude that TRAF3 serves as a negative 
regulator of this pathway for all tested receptors. 
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Chronic lymphocytic leukemia B cells impair immunoglobulin 
class switching by dysregulating a CD30+ T cell-dependent 
CD40-inhibitory pathway. 

Cerutti, Andrea [Reprint author]; Schaffer, Andras [Reprint 
author]; Casali, Paolo [Reprint author] 
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Weill Medical College of Cornell University, New York, NY, 
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472a. print. 
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CODEN: BLOOAW. ISSN: 0006-4971. 
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Conference; Abstract; (Meeting Abstract) 
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Entered STN: 11 Jul 2001 
Last Updated on STN: 19 Feb 2002 
Chronic lymphocytic leukemia (CLL) is a B cell lymphoprolif erative 
disorder associated with impaired Ig class switching from IgM to IgG and 
IgA, a defect that leads to recurrent bacterial infections. The 
pathogenesis of this immunodeficiency is poorly understood. Naive B cells 
undergo class switching upon engagement of CD40 by CD154 (CD40 ligand) , a 
molecule expressed by T cells few hours after activation by antigen. A 
few days later, T cells express CD30, a physiological negative modulator 
of the immune response. We show here that, in CLL patients, CD8+ CD28- 
suppressor T cells are increased and constitutively express CD30. In 
addition, leukemic CLL B cells rapidly up-regulate CD30 on CD4+ T cells 
through a CD134L (OX40 ligand) and IL-4-dependent mechanism. These 
leukemia-induced CD30+ T cells inhibit class switch DNA recombination 
(CSR) by engaging CD153 (CD30 ligand) on normal naive B cells. Signals 
emanating from B cell CD153 interfere with the CD154-induced recruitment 
of TNF receptor-associated-protein (TRAF) 2 , TRAF2, TRAF3, TRAF5, TRAF6 
and TNF-associated activator of NF-kappaB (TANK) to CD40. They also 
inhibit the CD154-induced activation of IkappaB kinase (IKK) , the 
degradation of IkappaB, and the subsequent nuclear translocation of 
NF-kappaB, a transcription factor critical for CSR to occur. By showing 
that engagement of T cell CD30 by CD153 on leukemic B cells down-regulates 
CD154, our findings suggest that, in CLL, dysregulated CD30:CD153 
interaction impairs class switching and antibody production by 
transmitting bidirectional CD40 and CD154-inhibitory signals. 
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AB The authors disclose the use of recombinant vaccines and live attenuated 
pathogens comprising one or more isolated nucleic acid mols. that encode 
an immunogen in combination with an isolated nucleic acid mol . that 
encodes an immunomodulator protein selected from the group consisting of: 
Fos, c-jun, Sp-1, AP-1, AP-2, p38, p65Rel, MyD88, IRAK, TRAF6, 
IkB, inactive NIK, SAP kinase, SAP-1, JNK, interferon response 
genes, NF-kB, Bax, TRAIL, TRAIL receptors, DcR5, TRAIL-R3, TRAIL-R4, 
RANK, RANK ligand, Ox40, 0x40 ligand, NKG2D, MICA, MICB, NKG2A, NKG2B, 
NKG2C, NKG2E, NKG2F, TAP1, TAP2 and functional fragments thereof. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

AB Methods are disclosed for predicting the efficacy of a drug for treating 
an inflammatory disease in a human patient, including: obtaining a sample 
of cells from the patient; obtaining a gene expression profile of the 
sample in the absence and presence of in vitro modulation of the cells 
with specific cytokines and/or mediators; and comparing the gene 
expression profile of the sample with a ref. gene expression profile, 
wherein similarities between the sample expression profile and the ref. 
expression profile predicts the efficacy of the drug for treating the 
inflammatory disease in the patient. 
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TITLE: Signaling of gp34 (OX40 ligand) induces vascular 

endothelial cells to produce a CC chemokine 
RANTES/CCL5 

AUTHOR (S) : Kotani, Ai; Hori, Toshiyuki; Matsumura, Yumi; 

Uchiyama, Takashi 

CORPORATE SOURCE: Graduate School of Medicine, Department of Hematology 

and Oncology, Kyoto University, Kyoto, 606-8507, Japan 

SOURCE: Immunology Letters (2002), 84(1), 1-7 

CODEN: IMLED6; ISSN: 0165-2478 

PUBLISHER: Elsevier Science Ireland Ltd. 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB The authors previously showed that gp34 (OX40 ligand) expressed on 
vascular endothelial cells is not only involved in adhesion between 
activated T cells and endothelial cells but also by itself able to 
transmit intracellular signals leading to expression of c-fos and c-jun 
mRNA upon OX40 binding. In the present study, the authors searched for 
genes that were induced or upregulated by gp34 signaling in human 
umbilical vein endothelial cells (HUVECs) to define its downstream biol . 
events. HUVECs expressing high levels of gp34 were stimulated with 
recombinant sol. OX40 or mock control and subjected to anal, using cDNA 
expression arrays. The authors found that a CC chemokine RANTES 
(regulated upon activation, normal T cell expressed and secreted) /CCL5 is 
one of such inducible genes. Reverse transcriptase-PCR anal, showed that 
expression of RANTES mRNA was induced after incubation with sol. OX40 
and this induction was inhibited by anti-gp34 mAb . The authors could 
detect expression of intracellular RANTES protein by flow cytometry in 
HUVECs stimulated with sol. OX40 as well as fixed OX40 transfectant 
cells but not those stimulated with mock supernatants or mock transfectant 
cells. Again, this induction of RANTES protein was inhibited by anti-gp34 
mAb. These results clearly indicate that gp34 signaling induces 
expression of RANTES at both mRNA and protein levels in HUVECs and suggest 
a possible link between the OX40/gp34 system and RANTES during the 
process of T cell adhesion to endothelial cells and subsequent 
extravasation . 
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AB The invention discloses methods, gene databases, gene arrays, protein 
arrays, and devices that may be used to det . the hypersensitivity of 
individuals to a given agent, such as drug or other chem., in order to 
prevent toxic side effects. In one embodiment, methods of identifying 
hypersensitivity in a subject by obtaining a gene expression profile of 
multiple genes assocd. with hypersensitivity of the subject suspected to 
be hypersensitive, and identifying in the gene expression profile of the 
subject a pattern of gene expression of the genes assocd. with 
hypersensitivity are disclosed. The gene expression profile of the 
subject may be compared with the gene expression profile of a normal 
individual and a hypersensitive individual. The gene expression profile 
of the subject that is obtained may comprise a profile of levels of mRNA 
or cDNA. The gene expression profile may be obtained by using an array of 
nucleic acid probes for the plurality of genes assocd. with 
hypersensitivity. The expression of the genes predetd. to be assocd. with 
hypersensitivity is directly related to prevention or repair of toxic 
damage at the tissue, organ or system level. Gene databases arrays and 
app. useful for identifying hypersensitivity in a subject are also 
disclosed . 
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Intracellular signaling of gp34, the OX4Q ligand: 
induction of c-jun and c-fos mRNA expression through 
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We investigated the intracellular signaling events of OX40 ligand 
(gp34) , a member of the TNF family. To elucidate the intracellular 
signaling via gp34, we prepd. a model system in which a human 
gp34-transf ected mouse epithelial cell line was stimulated with a 
recombinant sol. form of OX40. We demonstrated that OX40 binding 
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resulted in increase in c-jun and c-fos mRNA levels in this transfectant 
by Northern blot anal . , which was blocked by the pretreatment with 
anti-gp34 Ab . The studies with various gp34 deletion mutants showed that 
the cytoplasmic portion including the amino acid sequence 16-21 (RPRFER) 
was required for the induction of c-jun and c-fos mRNA expression. 
Furthermore, OX40 binding induced c-jun mRNA expression also in HUVECs, 
which in our previous study have been shown to express gp34 and interact 
with activated T cells through the OX4G/gp34 pathway. On the other 
hand, c-fos mRNA was detectable neither in unstimulated HUVECs nor in 
gp34-stimulated HUVECs. These results indicate that the OX40/gp34 
system generates two-way signals and may elicit biol . effects on vascular 
endothelial cells. 
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AB We previously showed that gp34 (OX40 ligand) expressed on vascular 

endothelial cells is not only involved in adhesion between activated T 
cells and endothelial cells but also by itself able to transmit 
intracellular signals leading to expression of c-fos and c-jun mRNA upon 
OX40 binding. In the present study, we searched for genes that were 
induced or upregulated by gp34 signaling in human umbilical vein 
endothelial cells (HUVECs) to define its downstream biological events. 
HUVECs expressing high levels of gp34 were stimulated with recombinant 
soluble OX40 or mock control and subjected to analysis using cDNA 
expression arrays. We found that a CC chemokine RANTES (regulated upon 
activation, normal T cell expressed and secreted) /CCL5 is one of such 
inducible genes. Reverse transcriptase-PCR analysis showed that 
expression of RANTES mRNA was induced after incubation with soluble OX40 
and this induction was inhibited by anti-gp34 mAb . We could detect 
expression of intracellular RANTES protein by flow cytometry in HUVECs 
stimulated with soluble OX40 as well as fixed OX40 transfectant cells 
but not those stimulated with mock supernatants or mock transfectant 
cells. Again, this induction of RANTES protein was inhibited by anti-gp34 
mAb. These results clearly indicate that gp34 signaling induces 
expression of RANTES at both mRNA and protein levels in HUVECs and suggest 
a possible link between the OX40/gp34 system and RANTES during the 
process of T cell adhesion to endothelial cells and subsequent 
extravasation . 
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